The Swedish Patent Offlj 
FCT International Appii 



m 



PCT/ SE 99 / 0 1 67 1 

22 -1^J10O 




22 



CLAIMS 



1. Use of\a TNF-a inhibitor selected from the 
group consisting lof : 

5 - metallo proteinase inhibitors excluding methylprenis* 
olone , 

- tetracyclines including chemically modified tetracy- 
clines , 

- quinolones, 
10 - corticosteroids, 

- thai idomide , 

- lazaroides, 

- pentoxyphyl lines, 

- hydroxamic acid derivatives, 
15 - carbocyclic acids, 

- napthopyrans , 

- soluble cytokine receptors , 

- monoclonal antibodies towards TNF-a, 

- amrinone , 
2 0 - pimobendan, 

- vesnarinone, 

- phosphodiesterase III inhibi 

- lactoferrin and lactoferrin 

- melatonin 

25 in the form of the base or its addition salt, 

in the preparation of a pharmaceutical composition for 
the treatment of spinal disorders as\ nerve root injury 
caused by the liberation of TNF-a and compounds trigged 
by the liberation of or presence of TNF-a by inhibiting 

30 spinal disk TNF-a. \ 

2. Use of a TNF-a inhibitor in tYie form of a .solu- 
ble cytokine receptor in the preparation of a pharmaceu- 
tical composition for the treatment of spinal disorders 
as nerve root injury caused by the liberation of TNF-a 

35 and compounds trigged by the liberation of^or presence of 
TNF-a by inhibiting spinal disk TNF-a. 
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3 . Use according to claim 1 or 2 , wherein the 
TNF-a inhibitory is the soluble cytokine receptor etaner- 
cept . \ 

4. Use of \a TNF-a inhibitor in the form of a mono- 
5 clonal antibody towards TNF-a in the preparation of a 

pharmaceutical composition for the treatment of spinal 
disorders as nervel root injury caused by the liberation 
of TNF-a and compounds trigged by the liberation of or 
presence of TNF-a uy inhibiting spinal disk TNF-a. 
10 5. Use according to claim 1 or 4, wherein the 

TNF-a inhibitor is the monoclonal antibody infliximab. 

6. Use according to claim 1, wherein the TNF-a in- 
hibitor is selected from the group consisting of tetracy- 
cline, doxycycline, lymaecycline, oxytetracycline , minocy- 

15 cline, and chemically modified tetracyclines dedimethyla- 
minotetracycline , in the form of bases or addition salts. 

7. Use according \to claim 6, wherein the TNF-a in- 
hibitor is doxycycline. \ 

8. Use according no claim 1, wherein the TNF-a in- 
2 0 hibitor is selected from hydroxamic acid compounds, car- 

bocyclic acids and derivatives, thalidomide, lazaroides, 
pentoxyphylline , napthonyrans\ amrinone, pimobendan, ves- 
narinone, phosphodiesterase^ ill inhibitors, melatonin in 
the form of bases or addsi^t^on sal t s . 
25 9. Use according to claim 1, wherein the TNF-a in- 

hibitor is selected from nornloxacine, ofloxacine, cipro- 
floxacine, gat if loxacine , pef loxacine, lomef loxacine , and 
temaf loxacine in the form of bases or addition salts. 

10. Use according to clai\m 1, wherein the TNF-a in- 
30 hibitor is a metallo proteinase\ inhibitor in the form of 

base or addition salts. \ 

11. Use of a substance inhabiting a compound 
trigged by the release of TNF-a, such as interferon- 
gamma, interleukin- 1 , and nitrogen\ oxide (NO), in the 

35 form of base or addition salts in me preparation of a 
pharmaceutical composition for the treatment of spinal 
disorders as nerve root injury causes by the liberation 
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of TNF-a and\ compounds trigged by the liberation of or 
presence of TNF-a by inhibiting spinal disk TNF-a. 

12. Use ^according to any one of the claims 1-11, 
wherein said nerve root injury is induced by disk hernia- 
tion . 

13. Use according to any one of the claims 1-11, 
wherein said nervq root injury is nucleus pulposus-in- 
duced . 

14. Use according to claim 12 or 13, wherein said 
nerve root injury isV sciatica 

15. A pharmaceutical composition for the treatment 
of nerve root injury comprising a pharmaceut ically effec- 
tive amount of a soluble cytokine receptor. 

16. A pharmaceutical composition according to claim 
15, wherein said soluble cytokine receptor is etanercept . 

17. A pharmaceutical composition for the treatment 
of nerve root injury comprising a pharmaceutically effec- 
tive amount of a monoclona\L ^antibody selective for TNF-a. 

osition according to claim 
rjtibody is infliximab. 
llLy blocking nucleus pulpo- 
\< 
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18 . A pharmaceutical 
17, wherein said monocloi 

19. A method for pah 
sus-induced reduction of nervfe ^conduct ion velocity, com- 
prising the administration of >a blocking-effective amount 
of a monoclonal antibody selective for TNF-a. 

20. A method according to\claim 19, wherein said 
monoclonal antibody is infliximab 

21. A method for the treatment of spinal disorders 
as nerve root injury caused by th^ liberation of TNF-a in 
mammals, including man, comprising Vthe administration of 
a pharmaceutically effective amount \of a TNF-a inhibitor 
selected from the group consisting of: 

- metallo proteinase inhibitors excluding methylprenis- 
olone, \ 

modif i( 



- tetracyclines including chemically 
clines, 

- quinolones, 

- corticosteroids , 



.ed tetracy- 
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- thalidomide, 

- lazaroides, 

- pentoxyphyl lines , 

- hydroxaVic acid derivatives, 
5 - carbocyciic acids, 

- napthopyr&ns , 

- soluble cytokine receptors, 

- monoclonal \antibodies towards TNF-a, 

- amrinone, 
10 - pimobendan, 

- vesnarinone, 

- phosphodiest* 

- lactoferrin 

- melatonin 

15 in the form of the \base or its addition salt. 

22 . A method fior the treatment of spinal disorders 
as nerve root injury\caused by the liberation of TNF-a in 
mammals, including man, comprising the administration of 
a pharmaceutically effective amount of a TNF-a inhibitor 

2 0 in the form of a solubre^qytokine receptor. 

23. A method acco!r\diiig to claim 21 or 22, wherein 
said TNF-a inhibitor i\s tma soluble cytokine receptor 
etanercept . 

24 . A method for the\ treatment of spinal disorders 
2 5 as nerve root injury caused\by the liberation of TNF-a in 

mammals, including man, comprising the administration of 
a pharmaceutically effective \amount of a TNF-a inhibitor 
in the form of a monoclonal antibody towards TNF-a. 

25. A method according to claim 21 or 24, wherein 
30 said TNF-a inhibitor is the monoclonal antibody inflixi- 
mab . 

26. A method according to claim 21, wherein the 
TNF-a inhibitor is selected from trie group consisting of 
tetracycline , doxycycline , lymecyclune , oxytetracycline , 

35 minocycline, and chemically modified tetracyclines dedi- 
methylaminotetracycline, in the form\of bases or addition 
salts . 
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27. A method according to claim 26, wherein the 
TNF-a inhibitor\is doxycycline. 

28. A method according to claim 21, wherein the 
TNF-a inhibitor is selected from hydroxamic acid com- 
pounds, carbocycloNc acids and derivatives, thalidomide, 
lazaroides, pent oxyphyl line , napthopyrans , amrinone, pi- 
mobendan, vesnarinone, phosphodiesterase III inhibitors, 
melatonin in the form of bases or addition salts. 

29. A method according to claim 21, wherein the 
10 TNF-a inhibitor is selected from norf loxacine , ofloxa- 

cine, ciprof loxacine , gatif loxacine , pef loxacine, lome- 
f loxacine, and temaf loxacine in the form of bases or ad- 
dition salts. 

30. A method according to claim 21, wherein the 
15 TNF-a inhibitor is a metailo proteinase inhibitor in the 

form of base or addition salts. 

31. A method for the Vre x atment of spinal disorders 
as nerve root injury causefl\W the liberation of TNF-a 
and compounds trigged by the\ liberation of or presence of 

20 TNF-a in mammals, including man, comprising the admini- 
stration of a pharmaceutical ly effective amount of a sub- 
stance inhibiting a compound ttrigged by the release of 
TNF-a, such as interf eron-gammk , int.erleukin- 1 , and ni- 
trogen oxide (NO), in the f orm W base or addition salts. 

25 32. A method according to\claim 21, wherein said 

nerve root injury is induced by Viisk herniation. 

33. A method according to ilaim 21, wherein said 
nerve root injury is nucleus pulppsus- induced . 

34. A method according to cJ^aim 21, wherein said 
3 0 nerve root injury is sciatica. 
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